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DETAILED ACTION 

Response to Amendment 

1 . Applicants' amendment filed May 19, 2005 is acknowledged and has been 
entered. Claims 2, 3 and 12 have been canceled. Claim 5 has been amended. 
Claims 1,4-11 and 13-30 are now pending in the present application. All 
rejections have been withdrawn in view of Applicants' amendment to the claims 
and/or comments, with the exception of those discussed below. 

2. The text of those sections of Title 35, U.S. Code not included in this action 
can be found in a prior Office action. 

3. Claims 1,4-11 and 13-30 are provisionally rejected under the judicially 
created doctrine of obviousness-type double patenting as being unpatentable over 
claim 19 of copending Application No. 10/817165. Although the conflicting 
claims are not identical, they are not patentably distinct from each other because 
they both claim and disclose methods of treating dermatitis or allergic reactions 
comprising administering to the subject a composition comprising an 
immunostimulatory oligonucleotide or immunostimulatory oligonucleotide and 
allergen. 

It is also noted that Applicants have filed numerous related applications and 
that there could potentially be other double patenting rejections. Applicants are 
encouraged to apprise the Examiner of all applications that claim the same or 
similar subject. 
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This is a provisional obviousness-type double patenting rejection because 
the conflicting claims have not in fact been patented. 

This provisional obviousness-type double patenting rejection is maintained 
for the reasons of record. Applicant's arguments filed May 19, 2005 have been 
fully considered but they are not persuasive. Applicants have stated that they are 
willing to consider filing a terminal disclaimer, if necessary, at the time that claims 
are deemed to be otherwise in condition for allowance. Applicants also note that 
both the instant application and Application No. 10/8 17,165, which is a divisional 
of the instant application, currently claim priority to the same parent application, 
filed July 1 5, 1994. This rejection is maintained until a properly filed terminal 
disclaimer has been filed. 

5. Claims 1,4-11 and 13-30 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for a method for treating asthma 
(murine model) comprising administering to a subject in need of such treatment an 
immunostimulatory oligonucleotide (8-100 nucleotides long) comprising SEQ ID 
NO: 10, does not reasonably provide enablement for the ability to treat atopic 
dermatitis or allergic dermatitis comprising administering to a subject in need of 
such treatment any immunostimulatory oligonucleotide (8-100 nucleotides long) 
having the claimed formula as shown in claims 1 or 5, or the broad scope of the 
possible CpG-ODN that are envisioned in the formulas of claims 1 or 5. The 
specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to the invention commensurate in scope 
with these claims. 
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The claims are directed to a method of treating atopic dermatitis or allergic 
dermatitis comprising administering to a subject in need of such treatment a 
composition comprising a CpG oligonucleotide (8-100 or 8-40 nucleotides long) or 
a comprising a CpG oligonucleotide and allergen. The CpG oligonucleotide 
formulas are XiCG X 2 or Xi X2CGX3X4. The claims, for example, define that X b 
X 2 , X 3 , and X4 are any nucleotide. The routes of administration have been defined 
as well as specific CpG sequences, SEQ ID NO: 37-40, 42-45. 

The specification discloses Example 12 (see p. 51), prevention of the 
development of an inflammatory cellular infiltrate and eosinophilia in a murine 
model of asthma. Mice were immunized with Schistosoma mansoni eggs (SEA) 
by i.p. injection on days 0 and 7. SEQ ID NO: 10 was administered to the 
immunized mice and soluble SEA was administered by intranasal instillation on 
days 14 and 21. After challenge the mice were sacrificed and cytokine levels and 
other assays conducted on the lavage fluids. The specification indicates that 
Figures 9-15 show that CpG/SEA induced inflammatory cells, eosinophils, to be 
present and generated macrophages; higher IL-12 was induced, IL-4 was reduced 
and IFN-gamma production increased. Applicants assert that the CpG redirected 
the cytokine response of the lung to production of IFN-gamma, indicating a Thl 
type immune response (p. 52). 

The specification does not teach that any of the other myriad of possibilities 
of CpG having the claimed formulas can be used to treat any form of dermatitis, 
atopic or allergic. The results shown for asthma do not indicate that the CpG will 
function in the same manner to treat atopic dermatitis or allergic dermatitis. 

The state of the art is unpredictable with regard to treatments using CpG. 
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CpG containing oligonucleotides are currently being investigated for exerting their 
immunotherapeutic effects in various organisms (See Krieg et al, Weiner and 
McCluskie et al for recent advances using CpG oligonucleotides). Biological 
responses to the administration of CpG containing oligonucleotides vary, however, 
depending on the mode of administration and the organism (See McCluskie et al in 
its entirety, and especially on page 296; see Krieg et al on page 524). Weiner states 
furthermore that the molecular mechanisms of CpG oligonucleotides' immuno- 
stimulatory effects are not yet understood (See especially page 461). And while the 
biological effects of some chemical modifications have been studied for CpG 
containing oligonucleotides, such as 2-O-methyl modifications, phosphorothioate 
internucleotide linkages and 5-methyl cytosine substitutions, the incorporation and 
positioning of chemical modifications relative to the CpG dinucleotide are highly 
unpredictable (See Agrawal et al especially on pages 78-80; see pages 31-32 of the 
instant specification). Hussain et al 2004 also teaches that the "[C]ombined data 
from our studies with the murine model of allergic rhinitis and limited data from 
skin favor the idea that CpG ODN may be an attractive therapy in the treatment of 
acute atopic dermatitis. On the other hand, chronic AD skin has significantly 
fewer IL-4 and IL-13 mRNA-expressing cells but higher numbers of IL-5, GM- 
CSF, IL-12, and IFN-y mRNA expression than has acute AD skin (Leung, 1999). 
For that reason, the long-term benefits of treatment with CpG ODN remain 
speculative." (see p. 27, col. 1). Further, Satoh et al teaches that CpG-ODN is 
responsible for worsening of allergic contact dermatitis. "S.c. applied Cpg ODN 
one day before sensitization of naive mice significantly enhanced the ACD to 
DNFB which showed severe edema with massive CD8+ T cell infiltration." 
(abstract) Satoh et al also teaches that "[T]hese results indicate that CpG ODN 
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vaccinations may elicit and aggravate side effects such as harmful CD8+ T cell- 
mediated type IV hypersensitivity responses." (abstract) Dziadzio et al teaches 
that u [V]arious combinations of plasmid DNA, immunostimulatory 
oligonucleotide (ISS-ODN), and proteins have been studied in murine models to 
evaluate the effectiveness of DNA vaccination. The success in skewing the 
immune response towards a Thl phenotype in mice still needs to be evaluated in 
humans. The use of DNA vaccination as a treatment for allergic disease remains a 
viable option for the future." (abstract) The state of the art, taken as a whole, is 
still unpredictable with regard to the use of ISS-ODN in treating atopic dermatitis 
or allergic dermatitis in a subject (human or otherwise) in need of such treatment. 

The amount of direction or guidance presented in the specification and the 
presence or absence of working examples is a hindrance to practicing the claimed 
invention. Applicants have not provided guidance in the specification toward a 
method of treating the claimed atopic dermatitis or allergic dermatitis comprising 
the administration of any immunostimulatory nucleic acid comprising the formulas 
claimed in claims 1 and 5, for example. As previously stated the specification 
teaches an increase in immunomodulation in mice (and comprising conversion 
from a Th2 to a Thl immune response), and treatment of asthma in a mouse model 
comprising the administration of SEQ ID NO: 10. One skilled in the art would not 
accept on its face the examples given in the specification as being correlative or 
representative of the successful treatment of atopic dermatitis or allergic dermatitis 
in any organism comprising the administration by any route of any immuno- 
stimulatory nucleic acid comprising the formulas in claims 1 and 5 in view of the 
lack of guidance in the specification and known unpredictability associated with 
the ability to predict the biological effects exerted by CpG containing 
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oligonucleotides in any and/or all organisms. The specification as filed fails to 
provide particular guidance which resolves the known unpredictability in the art 
associated with effects provided in vivo in any and/or all organisms upon 
administration via any route of CpG containing oligonucleotides, and further 
whereby treatment effects are provided in any and/or all organism for atopic 
dermatitis or allergic dermatitis. The breadth of the claims is very broad and the 
quantity of experimentation required is undue. The quantity of experimentation 
required to practice the invention as claimed would require the de novo 
determination of accessible target sites, modes of delivery and formulations of the 
CpG to target appropriate cells and/or tissues in any and/or all organisms, and 
further whereby treatment effects are provided for the claimed conditions. Since 
the specification fails to provide particular guidance for the treatment of the 
claimed atopic dermatitis or allergic dermatitis comprising administration by any 
route of any CpG containing oligonucleotide (claimed formulas), and since 
determination of these factors for a particular CpG containing oligonucleotide and 
for the particularly claimed conditions, route of administration and organism is 
highly unpredictable, it would require undue experimentation to practice the 
invention over the broad scope as presently claimed. 

The examples provided of the induction of various interleukins in spleen, 
liver or thymus cells are not representative of the successful treatment of any 
atopic condition (i.e. atopic dermatitis or allergic dermatitis) using any CpG 
containing oligonucleotide. No correlation is taught in the instant disclosure 
between the ability of these CPG containing oligonucleotides to induce a Thl 
response in vitro (e.g. amount of IL-6 induction) and their ability to treat a 
representative number of atopic conditions (i.e. atopic dermatitis or allergic 
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dermatitis) in vivo. An assumed common mechanism of action does not ensure 
enablement for treatment. Effective delivery to appropriate and concentration of a 
particular CPG containing oligonucleotide necessary for providing treatment 
effects for a particular CPG containing sequence are still highly unpredictable. 
The success of treating asthma with SEQ ID NO: 10 is not necessarily 
representative or correlative of the ability to successfully treat any atopic condition 
(i.e. atopic dermatitis or allergic dermatitis) with the generic sequences claimed. 
The in vivo treatment success for these generic sequences require undue 
experimentation beyond that provided in the instant disclosure. 

The rejection is maintained for the reasons of record. Applicant's arguments 
filed August 23, 2004 have been fully considered but they are not persuasive. It is 
noted that Applicants arguments have been previously addressed, see above 
rejection. 

The rejection is maintained for the reasons of record. Applicant's arguments 
filed May 19, 2005 have been fully considered but they are not persuasive. 
Applicants have asserted that the claims as currently amended all relate to methods 
for the treatment of atopic dermatitis and that atopic dermatitis is recognized by 
those skilled in the art to be a major form of eczema that is distinct from allergic 
contact dermatitis (ACD). For example, ACD is believed to be mediated primarily 
by CD 8+ cytotoxic T cells in a Type IV delayed- type hypersensitivity reaction. 
Akiba H et al. (2004) J Invest Dermatol 123:488-93. In contrast, atopic dermatitis 
is believed to represent primarily a (CD4+) Th2-related disorder characterized by 
increased IgE levels, eosinophilia, and IL-4- and IL-5 -secreting Th2-type cells in 
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. the peripheral blood and Th2-skewed cytokine gene expression and eosinophilia in 
skin lesions, particularly acute skin lesions. Leung DYM (1999) J Allergy Clin 
Immunol 104:599-108 The examples of exacerbation of 2,4-dinitrofluorobenzene 
(DNFB)-induced ACD by local (but not systemic) injection of CpG ODN 
described in Akiba H et al. and Satoh M et al., are thus not relevant to the claims 
because they relate to ACD rather than to atopic dermatitis. However, it is noted 
that Kussebi et al (Current Med. Chem. - Anti-Inflammatory & Anti- Allergy 
Agents, 2003, 2:297-308) teaches that "[Differences in control of life span was 
observed between peripheral blood activated memory/effector T cells and T cells 
infiltrating the eczema lesions in atopic and non-atopic diseases. In peripheral 
blood of atopic dermatitis patients both CD4 + and CD8 + subsets of activated 
memory/effector T cells expressed upregulated Fas and Fas-ligand and undergo 
spontaneous activation induced cell death." (p. 304, col. 1) Applicants have 
stated that Table 5 on page 27 of the specification shows induction of the Thl 
cytokines using several different oligonucleotides. However, the data in Table 5 
were obtained from in vitro studies that indicate that Thl cytokines levels were 
increased in cells incubated with the listed oligonucleotides, it is not clear that the 
tested oligonucleotides would function in the same manner in an in vivo situation. 
As previously stated not all CpG oligonucleotides function in the same manner in 
all organisms and biological systems and some of these oligonucleotides have a 
negative effect. Applicants have called the Examiner's attention to a 1 . 132 
declaration of Joel Kline that was submitted September 10, 2003, which Applicants 
have asserted sets forth "... original experimental data showing that CpG oligo- 
nucleotides were effective in the treatment of atopic dermatitis in a mouse model. 
Specifically, mice treated with intraperitoneal (i.e., systemic) injections of CpG- 
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ODN 1826 (corresponding to SEQ ID NO: 10 in the instant application) 
dramatically reduced skin eosinophilia as compared to control animals not treated 
with CpG. In addition, the experiments described in the declaration specifically 
demonstrate that treatment with CPG-ODN 1 826 was effective in treating both 
asthma and atopic dermatitis! Thus the results shown for asthma do indicate that 
CpG oligonucleotides effective for treating asthma also function to treat atopic 
dermatitis and that a common mechanism of action strongly supports enablement 
for the claimed method for treatment of atopic dermatitis." (Remarks, p. 9) 
However, it is not clear that the experimental data shown in the declaration was 
achieved following any of the protocols set forth in the pending specification. The 
Examiner can not evaluate whether these results support the conclusions asserted 
by Applicants. Which protocols from the specification were used? It is not clear 
that these data enable the pending claims and specification. Applicants have 
stated that the mechanism of action of CpG-ODN and TLR9 as a receptor not 
withstanding, in the context of this assertion of unpredictability it is submitted that 
the Weiner 2000 reference ("we still do not understand the molecular mechanisms 
responsible for the immunostimulatory effects of CpG DNA") is not relevant. 
Applicants have asserted that it is not necessary to know the mechanism and that 
only a little experimentation is needed to enable the full scope of the claims. It 
should be noted that the specification and claimed invention should be enabled at 
the time of filing, not a some point in the distant future. The state of the art post- 
filing as well as the specification indicate that the scope and breath of the claimed 
invention is not enabled. The claims contemplate a myriad of possible 
oligonucleotides having the CG motif and range in size from 8-40 or 8-100 
nucleotides. The specification has not shown that the myriad oligonucleotides 
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contemplated by the claims will function in a method that treats atopic dermatitis 
in a subject. An assumed common mechanism of action does not ensure 
enablement for treatment Effective delivery to appropriate and concentration of a 
particular CPG containing oligonucleotide necessary for providing treatment 
effects for a particular CPG containing sequence are still highly unpredictable. 
SEQ ID NO: 10 contains 2 traditional CpG motifs, each of the CpG dinucleotides 
are flanked 5 1 by two purines and flanked 3' by two pyrimidines. The success of 
treating atopic dermatitis with SEQ ID NO: 10 is not necessarily representative or 
correlative of the ability to successfully treat any atopic condition or atopic 
dermatitis with the generic sequences claimed. The in vivo treatment success for 
these generic sequences would require undue experimentation beyond that 
provided in the instant disclosure. Therefore, the instant scope of enablement 
rejection is maintained. 

6. No claims are allowed. 

7. The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. 

8. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension 
of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the 
advisory action is not mailed until after the end of the THREE-MONTH shortened 
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statutory period, then the shortened statutory period will expire on the date the 
advisory action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will 
be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

9. Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to N. M. Minnifield whose telephone number is 
571-272-0860. The examiner can normally be reached on M-F (8:00-5:30) Second 
Friday Off. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Lynette R.F. Smith can be reached on 571-272-0864. The 
fax phone number for the organization where this application or proceeding is 
assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http ^/pair- 
direct, uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at ^6^i^S^7s?ioll-free> ^? w 
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